Materials and Reagents
[Background] Previous protocols on EpiSC reprogramming depended on the genetic manipulations of transcriptional factors or chemical inhibition of the signaling pathways, albeit with varying efficiency and duration. Based on a recent mechanistic study that links the MLL1 complex to the naïve state, this protocol provides a straightforward and robust method to restore naïve pluripotency from EpiSCs via targeting MLL1 mediated H3K4 methylation and subsequent transcription regulation. The reprogramming efficiency is significantly higher than previous published method, achieving 50% conversion rate in two weeks. 
Materials and Reagents

Procedure
A schematic summary of the reprogramming procedure described in this protocol can be found in iii. Examine the separated EpiSCs after centrifugation under the microscope. Single
EpiSCs and remaining MEF feeder cells can be distinguished by size (see Figure 3) . AKP is used to stain the colonies to evaluate reversion efficiency. Strong AKP staining distinguishes the reverted naïve colonies from EpiSCs that have weak AKP staining (see Figure 5 ). AKP activity is detected using Vector TM alkaline phosphatase (AP) staining kit according to the manufacturer's instructions. 
